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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 
Priority under 35 U.S.C. § 119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1. D Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) □ Notice of References Cited (PTO-892) 

2) D Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1 449 or PTO/SB/08) 

Paper No(s)/Mail Date . 



4) □ Interview Summary (PTO-413) 

Paper No(s)/Mail Date. . 

5) □ Notice of Informal Patent Application (PTO-1 52) 

6) □ Other: . 



U.S. Patent and Trademark Office 
PTOL-326 (Rev. 7-05) 



Office Action Summary 



Part of Paper No./Mail Date 20060603 



Application/Control Number: 1 0/763, 1 05 p age 2 

Art Unit: 1624 

DETAILED ACTION 

Applicants' response, which included amendment to claims 1-36, 56, 58-80, 97, 
101, 108 and 121, cancellation of claims 106,107 and 112, filed on 3/23/2006, is made 
of record. Claims 1-36, 56, 58-80, 97, 101, 108, 1 12, 120 and 121 are now pending. 

In view of applicants' amendment to delete prodrug, 112 first and second 
paragraph rejections over scope of enablement of prodrug made in the previous office 
action has been obviated. In addition, in view of applicants' amendment to limit method 
of use claims to obesity, 112 first paragraph rejection of scope of enablement of various 
diseases has been obviated. However, the following 112 first paragraph rejection made 
in the previous office action is maintained. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-36, 56, 58-80, 97, 101, 108 , 112 and 121 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for making 
pharmaceutical^ acceptable salts does not reasonably provide enablement for making 
solvate or hydrate. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the 
invention commensurate in scope with these claims. The following apply. 

In evaluating the enablement question, several factors are to be considered. 
Note In re Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors 
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include: 1 ) The nature of the invention, 2) the state of the prior art, 3) the predictability or 
lack thereof in the art, 4) the amount of direction or guidance present, 5) the presence 
or absence of working examples, 6) the breadth of the claims, and 7) the quantity of 
experimentation needed. 

1 . The nature of the invention and the state of the prior art: 

The invention is drawn to compound of formula I, or a pharmaceutical^ acceptable 
salt solvate or hydrate thereof. Specification is not adequately enabled as to how to 
make hydrate of compounds of formula (I) Specification has no example of hydrate of 
the instant compounds. Specification on page 33 recites solvate or hydrate thereof but 
there is no enabling of such compounds. 

The compound of formula I embrace various substituted pyrazolo-triazine 

Even a cursory calculation of the number of compounds embraced in the instant 
formula (I) based on the generic definition of alkyl., aryl heteroaryl, heterocyclyl, 
substituted aryl, heteroaryl, arylalkyloxy, arylalkylthio etc would result in millions and 
millions of compounds. This is of course not the accurate number and the true number 
of compounds would far exceed this number of compounds. Thus the genus embraced 
in the claim 1 is too large and there is no teaching of any hydrate of this large genus. 

Search in the pertinent art, including water as solvent resulted in a pertinent 
reference, which is indicative of unpredictability of hydrate formation in general. The 
state of the art is that is not predictable whether solvates or hydrates will form or what 
their composition will be. In the language of the physical chemist, a hydrate of organic 
molecule is an interstitial solid solution. This phrase is defined in the second paragraph 
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on page 358 of West (Solid State Chemistry). The solvent molecule is a species 
introduced into the crystal and no part of the organic host molecule is left out or 
replaced. In the first paragraph on page 365, West (Solid State Chemistry) says, "it is 
not usually possible to predict whether solid solutions will form, or if they do form what is 
the compositional extent". Thus, in the absence of experimentation one cannot predict if 
a particular solvent will solvate any particular crystal. One cannot predict the 
stoichiometery of the formed solvate, i.e. if one, two, or a half a molecule of solvent 
added per molecule of host. Compared with polymorphs, there is an additional degree 
of freedom to hydrates, which means a different solvent or even the moisture of the air 
that might change the stabile region of the hydrate. In the instant case of hydrate a 
similar reasoning therefore apply. Water is a solvent and hence it is held that a pertinent 
detail of West, which relates to solvates, is also applicable to hydrate 

In addition, an additional search resulted in Vippagunta et aL, Advanced Drug 
Delivery Reviews 48: 3-26, 2001, which clearly states that formation of hydrates in 
unpredictable. See entire document especially page 18, right column section 3.4. Note 
Vippagunta et al., states "Each solid compound responds uniquely to the possible 
formation of solvates or hydrates and hence generalizations cannot be made for series 
of related compounds". 

2. The predictability or lack thereof in the art: 

Hence, the solvate and hydrate as applied to the above-mentioned compounds 
claimed by the applicant are not art-recognized compounds and hence there should be 
adequate enabling disclosure in the specification with working example(s). 
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3. The amount of direction or guidance present: 

Examples illustrated in the experimental section are limited to making the 
compounds not related to solvates and hydrates. There is no example of a solvate or 
hydrate of instant compound. Thirty-one compounds were shown in the examples of the 
specification each of which has come in contact with water and other solvent but there 
is no showing that instant compounds formed solvates or hydrates. Hence it is clear that 
merely bring the compound with solvent or water does not result in solvate or hydrate 
and additional direction or guidance is needed to make them Specication has no such 
direction or guidance. 

4. The presence or absence of working examples: 

There is no working example of any solvate or hydrate formed. The claims are 
drawn to hydrate, yet the numerous examples presented all failed to produce a solvate 
or hydrate or even hydrate. These cannot be simply willed into existence. As was stated 
in Morton International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1190 The 
specification purports to teach, with over fifty examples, the preparation of the claimed 
compounds with the required connectivity. However ... there, is no evidence that such 
compounds exist... the examples of the '881 patent do not produce the postulated 
compounds... there is ..' no evidence that such compounds even exist." The same 
circumstance appears to be true here. There is no evidence that hydrates of these 
compounds actually exists; if they did, they would have formed. Hence, there should be 
showing supporting that solvates and hydrates of these compounds exist and therefore 
can be made. 
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5. The breadth of the claims & the quantity of experimentation needed: 

Specication has no support, as noted above, for compounds generically 
embraced in the claim 1 would lead to desired solvate and hydrate of the compound of 
formula I. As noted above, the genus embraces over million compounds and hence the 
breadth of the claim is broad. The quantity of experimentation needed would be an 
undue burden on skilled art in the chemical art since there is inadequate guidance given 
to the skilled artisan for the many reasons stated above. Even with the undue burden of 
experimentation, there is no guarantee that one would get the product of desired 
hydrate of compound of formula I embraced in the instant claims in view of the pertinent 
reference teachings. 

MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based 
on the evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. Thus, undue experimentation will be required to make Applicants' 
invention. 

This rejection is same as made in the previous office action. Applicants' traversal 
to overcome this rejection is not persuasive. Following apply. 

First of all, applicants have not provided any direct evidence that the instant 
compounds form hydrate. Specification discloses 61 compounds, all of which appears 
to have been in contact with water during work-up but seem to show no formation of 
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hydrate as evident form the NMR and MS data provided therein. Thus, even the 
selected compounds made, from a large genus which would include millions of 
compounds, do not form hydrate. 

Thus there is no question of objective enablement. 

Secondly, applicants appear to assert that recrystallization of the compound 
would result in hydrate but there is no evidence that all compounds would form hydrate 
and there is no predictability as what compound form hydrate or not as noted in the 
above rejection. 

Thirdly, the reference provided by the applicants teaches one should bring the 
compound in contact with water to form hydrate but does not teach that whether hydrate 
would be formed or not. Again instant compounds appear to be in contact with water 
and there is no showing in the specification that hydrate formed in such cases. 

Hence, this rejection is proper and is maintained. 

Allowable Subject Matter 

Claim 120 is allowed. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication from the examiner should be 
addressed to Venkataraman Balasubramanian (Bala) whose telephone number is (571) 
272-0662. The examiner can normally be reached on Monday through Thursday from 
8.00 AM to 6.00 PM. The Supervisory Patent Examiner (SPE) of the art unit 1624 is 
James O. Wilson, whose telephone number is 571-272-0661. The fax phone number for 
the organization where this application or proceeding is assigned (571) 273-8300. Any 
inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAG. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-2 17-9197 (toll-free). 



'enkataraman Balasubramanian 
6/3/2006 



